The application of gene expression data to the diagnosis and classification of cancer has become a hot issue in the field of cancer classification. Gene expression data usually contains a large number of tumor-free data and has the characteristics of high dimensions. In order to select determinant genes related to breast cancer from the initial gene expression data, we propose a new feature selection method, namely, support vector machine based on recursive feature elimination and parameter optimization (SVM-RFE-PO). The grid search (GS) algorithm, the particle swarm optimization (PSO) algorithm, and the genetic algorithm (GA) are applied to search the optimal parameters in the feature selection process. Herein, the new feature selection method contains three kinds of algorithms: support vector machine based on recursive feature elimination and grid search (SVM-RFE-GS), support vector machine based on recursive feature elimination and particle swarm optimization (SVM-RFE-PSO), and support vector machine based on recursive feature elimination and genetic algorithm (SVM-RFE-GA). Then the selected optimal feature subsets are used to train the SVM classifier for cancer classification. We also use random forest feature selection (RFFS), random forest feature selection and grid search (RFFS-GS), and minimal redundancy maximal relevance (mRMR) algorithm as feature selection methods to compare the effects of the SVM-RFE-PO algorithm. The results showed that the feature subset obtained by feature selection using SVM-RFE-PSO algorithm results has a better prediction performance of Area Under Curve (AUC) in the testing data set. This algorithm not only is time-saving, but also is capable of extracting more representative and useful genes.
Introduction
Cancer has become the main cause of morbidity and mortality worldwide, due to population growth, aging, and the spread of risk factors such as tobacco, obesity, and infection, which will worsen in the next decade, in which breast cancer is the most common cancer, especially in women [1] [2] [3] [4] [5] [6] [7] [8] . At present, the treatment of breast cancer is seriously lagging behind. Although a number of effective measures have been identified, it is hoped to identify the tumor and prepare for further diagnosis [9] [10] [11] [12] [13] [14] . However, as a late intervention method, the effect is still limited. The generation and development of tumor are closely related to genes, and, from gene level to cancer diagnosis, can also be detected by the gene [14] [15] [16] [17] [18] . For example, Karlsson A et al. [19] applied unsupervised analysis of gene expression data and identified a phenotype comprising 90% of 2015 world health organization (WHO) lung cancer. Molina-Romero C et al. [20] pointed out that the current classification of lung cancer has greatly changed the pathological diagnosis of infiltrating adenocarcinoma of the lung and identified a subtype of disease which has a significant impact on medical practice. But for the time being, there are still obvious deficiencies in the study of breast cancer. As a method of early prediction and risk assessment, machine learning can reduce the incidence of cancer in a simpler and more effective way, thereby reducing the pain of patients and improving the quality of human life. The prediction of breast cancer genes is still critical, 2 BioMed Research International which can improve breast cancer prediction, interfere with the treatment as soon as possible, and reduce the incidence of breast cancer, thereby further improving the quality of human life.
A genetic disease may produce or cause one or more mutations; this phenomenon also reflects the characteristics of the real biological system module [21] . Analysis of individual genes often does not reflect gene interactions, nor does it make it possible for multiple genotypes to predict disease. Over the last decade, genome-wide array based expression profiling studies have been used as a forceful tool to improve biological understanding of breast cancer. With these techniques, many prognostic signatures of gene expression have been identified as predictive of breast cancer recurrence risk [22] . Dr. Golub [23] and his research team successfully selected 50 gene subsets from 7129 genes of leukemia gene expression data by means of signal-noise ratio, which enabled the accurate classification of experimental samples. Feature extraction methods for cancer classification using gene expression data include principal component analysis (PCA) [24] , independent components analysis (ICA) [25] , linear discriminant analysis (LDA) [26] , local linear embedding (LLE) [27] , and partial least squares regression (PLS) [28] . Huang and Zheng [29] combined PCA and LDA algorithms and proposed a new feature extraction method. The method of decision is principal component analysis. The method of decision is principal component analysis. Support vector machine recursive feature elimination (SVM-RFE) approach was originally proposed by Guyon [30] , which can effectively extract the informative genes for cancer classification. SVM-RFE is used to find the discriminating relationship within the clinical data sets and within the gene expression data sets formed by tumor arrays and normal tissues. Liu ShenLing [31] proposed that the algorithm considers that the use of RFE algorithm can ensure the fact that the feature subset is preserved during feature ordering. This method uses the information of the discriminant function of the SVM to rank the features.
In this paper, based on traditional gene selection algorithms, we proposed a model combined with grid search method and heuristic algorithms, namely, genetic algorithm and particle swarm algorithm, to search for the best parameters for the gene selection algorithms. The important genes within breast cancer gene expression data extracted from SVM-RFE-GS, SVM-RFE-PSO, and SVM-RFE-GA algorithms were regarded as the final features, and samples with these features were fed into classifier to train it. By comparing the classification accuracy of the above three algorithms, it could be concluded that the SVM-RFE-PSO algorithm could be better applied to select genes from breast cancer gene expression data than traditional SVM-RFE algorithm, and the SVM-RFE-PSO algorithm can select fewer gene features but can extract more information effectively. We also used RFFS, RFFS-GS, and mRMR algorithm for comparative experiments in feature selection and found that the SVM-RFE-PSO algorithm is still better than other algorithms. In addition, the classification accuracy using SVM-RFE-PSO algorithm is the best one. This method can also be used for more feature selection problems. 
The Proposed Method

SVM-RFE Based
Model. The SVM-RFE algorithm constructs a ranking coefficient according to the weight vector generated by the SVM during training, removes a signature attribute with the smallest ranking coefficient in each iteration, and finally obtains the decreasing order of all signature attributes. Fan Zhang et al. [33] used the SVM-RFE algorithm to remove the features of the gene expression data to form a new feature set.
Enter the training samples { , }, ∈ {−1, +1}. The output feature ordering set is defined as .
(1) Initialization. The original feature set = 1, 2, . . . , ; the feature ordered set = 0. 
(d) Find the smallest ranking criteria score features:
(e) Update feature set = ∪ .
(f) Remove this feature in such that = / .
RFFS Based Model.
The random forest (RF) is an ensemble learning algorithm which constructs many decision trees at training time and according to the results of its trees outputs the final classification results. When applied to classification tasks, one of the important attributes of RF was that it could compute the significance of the attributes [34] . RFFS is a wrapper feature selection method based on random forest. It uses the variable importance of random forest algorithm to sort the features and then uses the sequence backward search method. Each time the feature set is removed, the least important it is (the least importance score is the smallest). The characteristics are successively iterated, and the classification accuracy rate is calculated. Finally, the feature set with the least number of variables and the highest classification accuracy is obtained as the feature selection.
Input: The original feature set. Output: The maximum classification correct rate on the verification data set and its corresponding feature set .
Step: 
Minimal Redundancy Maximal Relevance Based Model.
Minimum redundancy maximum redundancy (mRMR) is a filter type feature selection method, mainly by maximizing the correlation between the features and the classified variables, and minimizing the correlation between features to get the best feature set. mRMR algorithm guarantees maximum correlation while removing redundant features. In the obtained feature set, there is a great difference between the features, and the correlation with the target variables is also very large [35, 36] .
Our goal is to select a set of influential features by using the mRMR algorithm. The remaining question is how to determine the best number of features. Since the mechanism of removing potential redundancy from potential features is not considered in the incremental selection, we need to refine the results of incremental selection based on the idea of mRMR. In the first stage, we use mRMR algorithm to find candidate feature sets. In the second stage, we use more complex mechanisms to search the feature subset from the candidate feature set [37] .
In order to select candidate feature sets, we calculated a large number of cross-validation classification errors and found a relatively stable small error range. This range is called Ω. The best characteristic number of candidate set (expressed as n * ) is determined in Ω.
(1) Use mRMR incremental selection to select n (a present large number) sequential features from the input X. This leads to n sequential feature sets 1 ⊂ 2 ⋅ ⋅ ⋅ ⊂ .
(2) Compare the feature sets of n sequence 1 , ⋅ ⋅ ⋅ , , (1 ≤ k ≤ n) to find the range of k, which is called Ω; the corresponding (cross-validation classification) error is always small (i.e., with small mean and small variance).
(3) Find the smallest classification error * = min within Ω. The best size of the candidate feature set is * , which is selected as the smallest k and responds to e * .
Models Parameters Optimization.
Grid search is similar to the exhaustion method. It is to find all the combinations and experiments. During the experiment, we need to crossvalidate. Taking five-level cross-validation as an example, for each possible combination of parameters, one-fifth of the sample is used for testing, and the others are used for training. Average after five cycles, the final set of parameters with the smallest cross-validation error is the optimal parameter pair we want.
Unlike the exhaustive search, heuristic search means that the search in the state space evaluates the position of each search to get the best position and then searches from this position to the target. Some parts of information generate inferences for calculations. Particle swarm optimization algorithm (PSO) is a kind of heuristic algorithm based on swarm intelligence, which originated from the research of bird predation behavior; the basic idea of the algorithm is through collaboration and information sharing between individual groups to find the optimal solution [38] . The genetic algorithm (GA) is a reference to natural selection and evolution mechanism development of highly parallel, randomized, adaptive search algorithm. In the early days, it was an attempt to explain the complex adaptation process of the biological system in the natural system and simulate the mechanism of biological evolution to construct the model of the artificial system [39] . In this paper, the heuristic algorithm PSO and GA algorithm are mainly used for parameter optimization in order to obtain the optimal parameter optimization algorithm.
For SVM, there are many kernel functions to choose, and different kernel functions correspond to different feature maps, so the SVM hyperplane also has different abilities and characteristics. In this paper, the data used have the characteristics of small sample, high dimension, and nonlinearity, so the RBF kernel function is selected in this experiment. The RBF kernel function contains two parameters c and g, so the above algorithms, namely, GS, PSO, and GA were used to find the optimal parameter pair (c, g) in the process of building SVM classifier with cross-validation.
For random forest, the choice of random forest parameters is critical to performance. For example, a random forest allows a single decision tree to use the maximum number of features, which we called -. Increasing the -generally improves the performance of the model, but at the same time it reduces the diversity of individual trees and slows down the algorithm. The number of trees in a random forest, -, is also important for the performance of random forests. When there are many decision trees in a random forest, both the space and time complexity would be greater. This paper uses the grid search method to search for the best parameters ( -, -) of the model, which we called RFFS-GS algorithm.
Generally, the method initializes the required set of features into the entire set of genes, and at each iteration, the feature with the smallest ordering coefficient is removed and the rest of the features are then retrained to obtain a new ordering coefficient. By iteratively executing this process, a feature ordering table can be obtained using feature selection method combined with parameter optimization models. Different parameter optimization models are used to find the best parameters for different feature selection methods. The sorted list defines a number of nested feature subsets to train feature selection models, and the prediction accuracies of these subsets were used to evaluate the advantages and disadvantages of these subsets so as to obtain the optimal subset of features.
It should be noted that each of the features listed above is used separately and may not necessarily result in the best classification performance of the SVM classifier, but the combination of multiple features will enable the classifier to obtain the best classification performance. Therefore, the proposed gene selection algorithms can choose a complementary feature combination.
Classification.
Support vector machine is often used in two-class classification tasks, its basic model is to find the best separating hyperplane on the feature space, so that the positive and negative sample intervals on the training set are the largest.
The basic idea of support vector machine is as follows: firstly, search for the optimal hyperplane of two types of samples in the original sample space under the linearly separable samples. The classification hyperplane is established by SVM, which can ensure the classification accuracy and maximize the margin on both sides of the hyperplane including the maximization of interval, so as to realize the optimal classification of linear separable problems.
Given the set of training samples on a feature space = { ( 1 , 1 ), ( 2 , 2 ) , . . . , ( , )}, ∈ {−1, +1}, = 1, 2, . . . , , , represents the sample size. Thus, the objective function can be defined as max (3) where is the geometric interval. Additionally, we also need to meet some conditions; according to the definition of interval we can see the following:
After a series of formulas are derived, the above objective function is transformed into
By solving this problem, the SVM classifier could be obtained. When a sample is linearly inseparable or does not know in advance whether it is separable, the training sample cannot satisfy the condition ( + ) ≥ 1, = 1, . . . , . In this case, we can introduce slack variables, that is, to allow misdivided samples, and the optimal hyperplane obtained at this time becomes the generalized classification hyperplane. So after we add a relaxation term to the equation, the equation could become
Obviously when the division is wrong, the error is greater than zero. Introducing the error penalty coefficient C, the generalized optimal classification surface problem can be further evolved to the minimum of the following functions under the above constraints:
The penalty coefficient C is used to control the degree of penalty for misclassified samples and to achieve a tradeoff between the proportion of misclassified samples and the complexity of the algorithm. The bigger the C, the heavier the penalty for error. When the original problem is converted into a duality problem, the original formulas become
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Results and Discussion
Data.
Gene expression data contains DNA microarray data and RNA-seq data. Analysis of microarray data helps clarify biological mechanisms and push drugs toward a more predictable future. Compared to hybridization-based microarray technology, RNA-seq has a larger range of expression levels, and more information is detected. In this paper, DNA microarray data and RNA-seq data were used for research. The DNA microarray data used in the experiment is peripheral blood data with the accession number GSE16443 under the public database GEO platform. All of them were taken with URL https://www.ncbi.nlm.nih.gov/geo/download/ ?acc=GSE16443 with minor modification for employed program. The data set includes 130 sample data containing 67 breast cancer samples and 63 control samples. After we randomly divided the 130 samples into two groups, we obtained 32 health samples and 33 cancer samples in the training set and 31 health samples and 34 cancer samples in the testing set. The division of data sets can be seen from Table 1 .
The RNA-seq data used in the experiment is RNA-seq data of breast cancer through the TCGA database, which were taken with URL http://portal.gdc.cancer.gov/ with minor modification. The data set includes 1178 sample data containing 1080 cancer samples and 98 health samples. We randomly divided the data set into a training set and a test set. The training set and the test set each contain 540 cancer samples and 49 health samples. The division of data sets can be seen from Table 2 .
Experimental Results.
For DNA microarray data, we calculated the FDR q-value using the package "Q-value" of R; the q-value distribution of GEO platform data is shown in the Total  Training set  49  540  589  Testing set  49  540  589  Total  98  1080  1178   Table 3 . From the table, we found that the differences between the genes are not particularly noticeable. In this study, q-value <0.1 has no genes, so q-value <0.2 is selected as the differential gene after screening. For RNA-seq data, we used the ' edgeR' package of R to calculate the FDR q-value. We chose a significance screening filter q-value<0.001.
When using the SVM algorithm for classification directly, we use all the differential genes screened as feature subsets. After using the feature selection algorithm, we can get an ordered set and then we loop through the genes in the ordered set as feature subsets and select the subset with the best classification effect and the fewer features as the final feature subset. When we get the final subset of features, we use the SVM classifier for classification.
From Tables 4 and 5 , we can see the classification effect obtained by using SVM algorithm and SVM-RFE algorithm on GEO data set and TCGA data set. From Table 4 we can see that using the SVM-RFE algorithm when we selected 12 genes to classify, a higher classification accuracy of 78.4615% was obtained comparing to the direct expression data of 56 genes using SVM algorithm. From Table 5 , we can see that when we selected 15 genes for classification, the SVM-RFE algorithm was used to obtain a higher classification accuracy of 91.5110% compared with the direct expression data of 159 genes using the SVM algorithm. But there are still improvements for cancer classification work. Therefore, the idea of parameter optimization is introduced by improving the algorithm in the feature elimination stage, and the optimal classification parameters are found and the optimal classification model is obtained by selecting different parameter optimization methods.
In Figure 1 , We compared ROC curves of SVM and SVM-RFE algorithm on GEO data set and TCGA data set. In other words, we compare the ROC curves of using SVM-RFE algorithm for feature selection and no feature selection. As can be seen from the figure, the area under the ROC curve (AUC) obtained after feature selection using the SVM-RFE algorithm has increased.
There are three main methods of parameter optimization, in which the grid optimization algorithm is the most common one. Similar to the exhaustive search, grid search attempts all possible (c, g) pairs of values and then crossvalidates to find the (c, g) pairs with the highest crossvalidation accuracy as the optimal parameter.
Although the highest classification accuracy could be obtained in the cross-validation, since using grid search included the global optimal solution, it may be timeconsuming to find the best parameters c and g in a larger range. Using the heuristic algorithm, all the parameters could be traversed in the grid for the global optimal solution. By using the heuristic algorithm PSO and GA algorithm to optimize the parameters, the optimal parameters are applied to the classification of cancer. Using these two algorithms, we can get the optimized parameters in the feature elimination stage and get the optimal classifier, so as to get the parameter w to eliminate features. Therefore, we call the feature elimination algorithm SVM-RFE-PSO and SVM-RFE-GA, respectively. We use these two algorithms to get the feature subset and classify them by SVM classifier and compare their advantages and disadvantages through classification results.
As shown in Tables 6 and 7 , the classification accuracy obtained by SVM-RFE-GS algorithm is 78.4615% and 91.0017%. The classification accuracy obtained by SVM-RFE-PSO algorithm is 81.5385% and 91.6808%, and the classification accuracy of SVM-RFE-GA algorithm is 76.9231% and 91.3413%. Among them, the effect of using SVM-RFE-PSO algorithm is the best one on both data sets, and the result of Figure 2 : ROC curves obtained using the SVM-RFE-GS, SVM-RFE-PSO, and SVM-RFE-GA algorithm on GEO data set (left) and TCGA data set (right). using SVM-RFE-GA algorithm is the worst one in the studied algorithms on GEO data set. On TCGA data set, although the classification accuracy of SVM-RFE-GA is better than SVM-RFE-GS, the AUC area obtained by using the SVM-RFE-GS algorithm is larger. In Figure 2 , we can also see that the area under the ROC curves (AUC) obtained by the SVM-RFE-PSO algorithm is the largest. The RFFS and mRMR algorithms are often used for feature selection and both can get a sorted subset in the feature selection process. RFFS-GS optimizes the parameters of the RFFS algorithm by using the grid optimization method. The method of parameter optimization often achieves better results. In this paper, we use these three methods to select features of two data sets and verify their effects by classification. In Figure 3 , we can see that the effect of RFFS and RFFS-GS algorithms on the GEO data set is not much different, but on the TCGA data set, the effect of the RFFS-GS algorithm is significantly better than the RFFS algorithm. From Tables 8  and 9 , we can see the classification performance of the above three methods. On GEO data set, the classification accuracy obtained by using RFFS-GS is 80%, which is the best one, but the AUC area obtained by using RFFS is the best, and the classification accuracy and the AUC of mRMR algorithm are the worst. On TCGA data set, the classification accuracy obtained by using RFFS-GS is better, and the AUC of mRMR algorithm is the best one. From the above, we can conclude that the SVM-RFE-PO algorithms perform better on GEO data set. And on TCGA data set, SVM-RFE-GS algorithm and SVM-RFE-PSO algorithm also have a good performance. After we compare the AUC obtained by the SVM-RFE-PSO, RFFS, RFFS-GS, and mRMR algorithms of the two data sets, in Figure 4 , we can see that the AUC of SVM-RFE-PSO is the largest one.
Combining the above methods, it could be found that the AUC area obtained by using the SVM-RFE-PSO algorithm is the largest, and the highest classification performance is obtained by using the algorithm for classification. Moreover, the number of genes selected in this algorithm is only eight on GEO data set and six on TCGA data set and could represent most of the information of the original set of genes. For gene microarray data, there have been many related feature selection methods. Table 10 lists some feature selection methods and their effects on the same data set. It can be seen that the SVM-RFE-PSO algorithm has advantages in better feature selection.
The eight gene names and their IDs are obtained by using the SVM-RFE-PSO algorithm on GEO data set which are shown in Table 11 . And from Table 12 , we can get the six gene names obtained by using the SVM-RFE-PSO algorithm on TCGA data set.
As can be seen from Table 13 , the genes extracted using the two data sets did not overlap. This may be related to the nature of the two data sets.
The GEO data set used in this paper is the gene expression data obtained based on microarray technology, and the number of samples in this data set is small. When the number of samples is small, the increase and decrease of the sample will significantly affect the accuracy of the algorithm. The GEO data set has fewer differentially expressed genes, and the differences between genes are not obvious. There are no genes with q-value <0.1. When we perform differential gene filtering, errors may occur. The TCGA data set used in this paper is based on the gene expression data obtained by RNAseq technology. The number of samples is larger, the number of differential genes is more, and the difference between genes is more obvious. Prior to RNA-seq technology, microarray technology was the mainstream technology for studying gene expression profiles. However, when quantifying gene expression, microarray technology is limited to gene levels. RNA-seq high-throughput sequencing technology is now commonly used in biology. RNA-seq can be used for unspecified genes and subtypes of any species, allowing genome-wide analysis of any species, while microarray technology relies on prior information to quantify known genes. In addition, RNAseq has very low background noise and high sensitivity, while having a larger detection range. The study found that the RNA-seq technology detected that the number of differentially expressed genes was about twice that of the microarray technology.
The genes expressed by cells in different environments are different, and RNA-seq can provide real-time expression of genes rather than information fixed in the genome. RNAseq can compare changes in expression profiles of tumors in different drugs and treatments and provide more information than changes in genome exomes. Therefore, genes screened using RNA-seq data may have higher confidence, and the use of RNA-seq gene expression data will have more significance for future research on cancer.
Conclusions
We developed an integrated method in the early detection of breast cancer. In view of the high dimension of gene expression data, some methods were selected to reduce the dimension. First of all, statistical methods and FDR error control method were employed to screen genes. After FDR control, 56 genes with q-value less than 0.2 were selected as the characteristic genes on GEO data set and 159 genes with q-value less than 0.001 were selected on TCGA data set, which were used in the SVM-RFE algorithm. As a result, the effect of SVM-RFE method could be further improved. Therefore, we use the GS algorithm, the PSO algorithm, and the GA algorithm, respectively, to search the SVM kernel parameters in the feature elimination stage and obtain the feature subsets. We also use RFFS, RFFS-GS, and mRMR algorithm for comparative experiments in feature selection. It is observed from the results that SVM-RFE-PO emerges as a potentially dominant feature extraction technique for gene expression data classification. The SVM-RFE-PSO algorithm is able to extract the optimal discriminative feature information gene from the expression data. We use these characteristic information genes to study the relationship between genes and cancer. This has an extremely important role in the in-depth discovery and understanding of the disease mechanism and in the improvement of the clinical diagnostic accuracy of the disease. In the future, we will explore more feature extraction algorithms to achieve more accurate feature screening.
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